(19)B*S»tf/r (JP) 



(A) 



#SB2 00 0 - 239 1 88 

(P 2000-2391 8 8A) 
(43)fiMB ¥J5E12^ 9^ 5 0(2000. 9.5) 



(51)Int.Cl. 

A61P 17/14 
A61K 31/192 
31/415 
31/42 
31/4406 



F I 

A61P 17/14 
A61K 31/192 
31/415 
31/42 
31/4406 



5 ol (±sm) mmmizm< 



(22)i±iSIB . 

(31) ®^«i? 

(32) ffi^B 

(33) (gfttt£5 



f£$l¥l 1-362118 
¥figllipi2M21B(1999.12.21) 

#$I¥10-364114 

¥^10^12M22B(1998. 12.22) 
B# (JP) 



(71){H@iA 000005968 

Mm^KmmtLCDftziX i. 5.#.2.-^ . 

(71) tBlliA 000185983 

AK^AKrfJ ^^Eit^fflj 2TglS5f 

(72) #gBJ# A* 

#^il|»^^m*^E«6^fflfflI1000S% 

(72)#SB£# Ttt a 

#^ll««^rfJ«^EII^EBIBllOOOS% 

(74)RSA 100096219 

#3± W2%) 



(54) mm<n%M\ w^m 



(57) [gift] 

( [5- [2- [1-71-^-1- (3-t'Js; 



( 2 ) 



1 

[if^iB 2 ] P G I h jW»*XttlM8^< 

[fflfsfW] POI 2TJ=^h*«TfB©SC (I) : 
[-fb 1 ] 



Ring — B A~ 

/ (H> 

°Nw-COOR 1 



Cat*, R'l±*iS?XttC,.,7;i/*;HSmU R 

7fl«D#siitta*3«a**i-*», xii7i=;i/S, c 

C-, T;i/dr;i/a^^Lx ±f3©:7*- 
zhnS, &tfC,-,^D^Wb:7^*;i/a*>£>J&: 

[lb 2] 

Ring — B — 



&TB3©5$ 
[ft 3] 

(D - ■ B— 



\ 



) _ * B — (2) B— (3) _ B 

CO' 00 o 



< 3 > ^y B_ 



\ 



Dftcp, Bfct- (CH.) , - (5$Pp N p(±l^L4© 
filS^^-r) T-il$*i6S&^U ±135$ (1) T*3t;* 

[ft 4] 



— 

(H) 



ttTIB©SC : 
[ft 5] 



2000-239188 



1) — OvvM=C; 



2) 



N 



— R 4 C=N-~0-CH 



\ 



3) <Het)-CH^ 

10 e t 2 ffl©a*«? *«tr 5 H©i)iS3tt«fiS3iS£^ 
1"i>\ XJ± 1 fi©S*JS? 1 1 ffl©R*B?£ £#tr 5 . 

&<Dim&®.&m& (»^ttixtt2<B©c,- ( t;u* 

^Xtt^S^W53fFg^ti?,^©^T-feSff*ll 1 K§3 

«©***■]. 

[lf*IS4] PGI27d-^h^ [5- [2- 

(3-tru^;i/) uf>7? 

-7, 8-^bFnt7^U>-l 
20 — f ;i/5j-=^>] Bt&, [2- (2-^7i-JWfW 
*W 5 7 7ntr;i/) - 1 , 2, 3, 4-f h^bHD 
t7h-5-^;i/**<>]if» > [2- (3-77xr 

;Mf;^+i'^?7 7nt;i/) -i, 2, 3, 4-5? 

h7hl«Ot7h-5-f'W*J/]»i, [2- [2 

- <3-irU3Mi/) ^T-;^*^ 

-< s;y] 7dw] -1, 2, 3, 4-^h^t )?n± 

y mm. [2 - (4- 0771^ 

;M?-;i/) tr^vf— 1 ^;i/-3, 4-s? 
t ¥vi-y*i>>- 5-jn,**i>] mm, RV3- 
30 [3- {b-i>y zL-frt^frj v**v*J— ;i/-3- 

5 ft-^xtt^a^w tc Kg 2 n 5 * ©JST* 5 If $8 
1 ksb«©» 

[lt*H 5 ] MSfl©JK^©»*a 1 &v> L 4 ©v^T^^ 
*> 1 JStc83«©W^#J. 
[»93©»«I*:»IH] 
[0 0 0 1] 

*PMft if©#ffl £*r-r s w^j t m ? z *> ©x* & So 

40 [0 0 0 2] 

[t£fc©ftfi5] 7ux#tr7>i» (WT> i"PGj £ 

KS»*#t&t UT*t--5di:*^ilb-CVNS. PG 

v\ ffla^c#«-rs-a^©»©jt^njtsbT^«^ 

Cfctfftlt.ftTVNS. t^fcE, 7P7^^7>^>Fli 

50 j&£e±», mmmrnnm. wwe, zussemffimm 




3 

[0 0 0 3] :/P**^>^>I 2 (fcTF, PG I 2 

l^ixT^i. PGI2tt7P7^>SSl*i 
3ti:UT*»), PGEU5V^ttPGE2i:IM©«l 

[0 0 0 4] t hJfiL/MHKH&CflrtE-TSP G I 

2 hii^ < s^s-acM^i^nfe. $?>^3 

tl? > ©^b-&#)A s Jfll'J^^««iSiH^fflS:^-r*t:> PGI 

PGI 2 73-Xhi:lt, <&m¥6 -8 7 8 1 1^5 
IH6-2 5 0 7 4^$S. |5|7-1 4 5 0 57^fi 
Wi, RVm6 - 7 2 9 7 8^*fctt % «-&^>Hf 

^ #H¥6 - 5 6 7 4 49&«K:U:3fMM^<> 



3 ) 2000-239188 

4 

[0 0 0 5] «fct>JM*$)lCti> mtiU W6-8 7 
8 1 l^&iCtt, SC (a) T-^^tvS [5- [2- 

[l-7i^-l- ( 3 - M V ;*^'Jt*>7^ 
y*dr^>] -7, 8-yth'Dt7i'l/>-l 

-^;t/2i-=^>] (fb^l) #M75£ftT:fc>K *S 

P8¥6-2 5 0 7 5$ (b) T-Tf^tlS 

[2- (2 -^7i^MfM+W ^ y /D^l/) 
-1, 2, 3, 4 -7 1 b KDt7 b- 5 — -Y ^U^-^r 

io Mb#»2) , a; (c) Tf^sna [2- (3 

-';7i=ww*^"f s.^ 7ot;i/) -1,2, 

3, 4-rh?bKDt7 h- 5-^-^**3/] IHS 
«bl§r^3) SVSC (d) T-75£*xS [2- [2- [1 

-71;*- 1 - (3-tuy;i/) *-7\>i/;**W5 

y] 7DtJl/] - 1 , 2, 3, 4-rb7th-Dt7 h 

- 5 -r.j.frttic] vm (its® 4) .MffimZ.tiTiy ,.. 
So W§fi¥7 - 1 4 5 0 5 7^&«Htt N 

(e) T-^ftS [2- (4- (^7xzWf;|/) e 
7^- 7b- 1 — f ;b) p£^;U-3, 4-ytFPt7^ 
20 I/V-5-- ni/***] WS* «b1^5) ^ia^^tlT 
^IB¥6-5 6 7 4 4^£3RCtt, 5£ (f ) t?* 

^nsa- [3- (5-^7x.-;u^7*-;i"f v**-t>-y 

-71/-3--Y71/) 7"OK7H 7x7^>|fi «b^*J 

6) AW^SftTV^. dft£>©S$g£fcfc, ±Mib^ 

[0 0 0 6] 
[ft 6] 



( 4 ) 



2000-239188 




Ph 



(a) 




Ph 



Ph 



^.COOH 



0» 



Ph 



<L ^COOH 





(±§35$(a)~(f)<F> Phli7x^;H^St. ) 

[0 0 0 7] JK%ttA»©»»©ra*T?* »K & 

#fe£*MI*tt^lII§*:jSUb*£V<». ^ttfex.Tm^*>e>3l 

^sytt^nw^ Jiff{gji©3fe#, 

[0 0 0 8] 

HSW^Hife b J; o SBMSt5»S^«?^-r 5 fc» 

PGI 2§g#K*rbTT:J^ bf^fflS^-r^^ 
i: 5 toy#7o^^ >i#1S© p G I 2 7 J-^ h 




30 



40 



ttctv^©*nM4a^ bT^BK^nfe*)©T-$)S. 
[0009] i-i*t>%*8mtz* ro^^ymnmtm 

b^^PGI 2 7d-^ b£*3&/£#fcbT^trW^#J 
*>©T?* 4. d©#SW©»^ bl^«{C«tn 
fcf, P G I 2 T=^* h*s«B&Xtt^«l-&'<>-«f 

ffi*%#J ; P G I 2 7^;* h i^TIB©^ 

(I) : 
Ml 7] 

R 2 

Ring— B A~ CCT . (|) 



/ 



(H> R* 



N^-COOR 1 



50 



eb<iiiffl©^ys^£^-!j-3 4&^b 

7 M©#^^^a^^l-^ Xtt 7 c 

..t^^dt^h, sir lflQ&xis;? s^fr-rs 
z>wif>t>m&tiz i^b3<@©g&s##£bTUT 



( 5 ) 



2000-239188 



Ub8] 



ttTK©5S : 
Mb 9] 



Ring — E 



B— (3) 



) a B — (2) B — (3) ^B- 

00° 00 0 



\ 



o 

\ 



o 

\ 



10 



[5£<Ps B(i- (CH,) ,- (5t4U pfcfcl£^b4© 

sm^^-t) t^nsa^su ±sb^ (i) -cats 
ft&«tc;m^TBfcia{£xttb&£#§"&-r6] T-*^n 

Hbl 0] 



— A— CC 
(H) 



(iTI3©5$ : 

[<b i l ] 



20 



1) — o~N=C 



y 



2) — R 4 C=Nw.O-CH^ 



3) — <H«t)-CH^ 

e ttt2ffi|OSSl*JH?ft^tJ5*©*3Btt**Sia** 

-r*\ xttifflc^mJi^u'ni^^^^^tfb 

E©#3iffi«i!l3»» (K3Stt 1X1421(2)0,., 

[0 0 10] B'J©«jSI*»&B\ 7PX^Vl«S*l/ 
^PGI2 K b"< ttSSllrXfctj)!*-^ 

> v > * ^>wKii#i*xtt^s^fl<) cats $ n s * © 

JS, <fc t)£F£ b < tt±lBS ( I ) T-3l£ft l^bl^Xfct 

£g^ag cups $ n s * ©^©±BB*%^J©^3g© fc » 
<Dmm;&mz, t^ST-$ot, ra**>smi& 

b&l"»P G I 2 7^—^ K »*b<tt$i-&X(i^ 

£*©JM, J; •} ** b < tt±KSC (I) T-*^tiS^b-& 
fDXfi^Jl^ift HfF^ £ ti s * ©m©*£&s & s 

[0 0 11] 



30 



8 



40 



50 



b#V>P G I 2 7^-^ h fc^JEfefri: bT-& 
ifdi:£!Rr$ti:bTV^. ##P£©W^#]©W3bf!S;# 
tt, PGI 2§§«;[;»UT7^Mfffl4«U * 
o 7"d ^ * >®#*&£;fr b& Wbd*tf fcftfcmtR&ig 

&S&5BW0 9 5/2 1 8 6 3 Cf3«£*vr:fc »K PGI 
2 §g{*c*fbT7:Jn;* b i: bTf£ffl-r£a>SM*, 

^la^pe - 8 7 8 1 Hf&*fc8B1R©#iSCt£ 
ot, (i)PGI 2§&{£K^S*££fg;&y t /Xfct(i 

i)iiii'j^g«»w»j#ffl* nv&mm zmffit bt ^st 

[001 2] *SifflW^iffltMMEG 1 27J 
rxbh bt©#ffl©gJSttiRfK:|S«$n^v^As, 7d 

t>J;V>. PGI2 7^btbt#fflt2i7 , DX^> 
»#ttfc#bfeVMb-&*Ji:bTHU m*-i£s 
8 7 8 1 1 ^^$8, 6-2 5 0 7 4 ^&« % &BB 

¥7-14505 7^&tt* #S¥6-7 2 9 7 8^S 
IR> XtM*M¥6 - 5 6 7 4 4 ^£:$gt;:l3«£ftfc. SI 

Cfte>©-5*>, ±135$ (I) T*SI£ft3<fb 

[0 0 13] ^BMrt&C^V^ 7;i/*;i/SXtt7Vl/=f 

{b7;i/3r;i/S&£:*) ©TVl/^l/SMfrBU jSfflXfcfcJM$^ 
©<,->mT-feJ;v^ R\ R\ XttR'^tC^^ 
=*-;i/S (j^g&i&^b4{g©7;i'*;i'a£®!fc-rSo 

to©«^ffl^£^T&l^«T-;&S) ©tflfcbTBu 

o tr n - y^jvm, sec- ^;i/S> «< v 
Xtt t e r t - 7f ;Ht c 8 4. 

R'#7jvrc,-, 7;v*;i'ii:btft> ±I3C,-, tmv*- 

^^OVATM^ClftB^ bfc7*;i/*;i/a©«*», n - 

"So 

[0 0 14] R'MR'^tC.^^D^Wl 
R' SIFR' &7rs-? 1 ffloajKST- *^*-T S 4 b 7 

mx.i,±*:<D-3i5uz±&&t&m bfcsi©sa©v>-rn-r- 

t:n'j>, brou$>>. tr';s?>x ^'Ji?>, 
^flr>^©sa4fflv^s^i:* s ■r•$s« »*b<^ 

KP-;K KU5», ^7-fe*e>©^S#<fc!>a?*b 



[0 0 15] R'RVR'1fi7j%-j-7jL-)m, -/^D7^ 

l^b3<@©S&a##:£bT^T* C 
S N sec-Zhti'l, -fV7h+->i, Xlit er 

u-rtt, y^mm^s mkm.*, ^mm?, x&3^m 

[0016] BT-*$n5S{i, ( 1 ) T**^tl5»{C 
o^T{±> a(4Xttb{4cD^-rtl*tiSS-&-ri.o (2) 
•C-S^tlSaXtt (3) T*S$nSS{c43V>T(i, BT* 

V>Tfc±V>. (1) (3) T*a$tlSS(c: 

JC^bTVMT&J^o A*<£t!mz&^X, 1) Xtt 
2) T-^SnS»{C4b'ttS^»±, ^-^r^Aa{C*5lt5 

2|icD^#^'|4cDVA^n* i s Xf±iSS«CDrM-&^T-feSC 
t^^t:. 3) T-^nsSCiJltSHety;, 2fl© 

^skji^ £^tr*\ xst i m<Dmmm?Rv< 1 ffl©^* 

— ^SXtt^©-SBXfci:£g|5#f&RJ bfc3S©?§S©^Tr 
ttT-feoT^iV>„ 2fla©^»JS^^^tr^K«^i: 
bT> 00* tr^y-;k -f ^^V— ;k K5v"J 

*£3M:f&;ii:#-C-#, 1 ficDg^/l^S^ HS©KSR 
HH^£l§rtr^gEffiff£3Si:bT, 2t-^-y-y_ ;K 

©ffi^©{4® £ l xtt 2 <@© c , - , t;u*;i<*##;£ b 

[0 0 17] *«B^©W^JCD#^i^T-ifeS{b^ 
l±x ^Jx.Ji, $$H¥6-8 7 8 1 l^fSffi, &ffl¥-6- 
2 5 0 7 4 ^&m, #PS¥ 7- 1 4 5 0 5 7 ^£$8, 
lfl¥6 - 7 2 9 7 8*f£fg, X(i£fPB¥6 - 5 6 7 4 4 
^?8{cf3«©*^ Xtt^iXtcip^fe^iStl^oT^ 
^tai^S ~ i:#T-£S„ Cft£©&ffi£fy£i3<jtp§ 
^^nfe<b-&«i*|gB^©W^J©#^m^i: bTfcfM 



( 6 ) #W 2000-239188 

10 

z>ib-&m* i 2<aw±©^^5*-r 
t±^ ^ (ne.) ©^^t»c5<^fgtt^> 

^tt^©«*\ m4&©eji©sim ^-fe^^ir^ 

[0 0 18] #^B£©W€#J©*»9-i:bTfcJu £3 

10 (0g*.tf % ^m^f©i£^, p-hJV^y 

^i:-©^a^ ry^-vAt^, h'j^)iT^>m 

S 3 fc#T- & 5. *^gB^©W^J©*^j^i: b . 

[0019] #38(8©*;£8!lfciu sSSCfig^iSit, 

20 w»j*if©#ffls*bt*i»)v m&sm%&, vwm% 

&*&b&bt-tZ>&ME&%mzMisX, MfiV/Xli 

•r•§5 4)©&v^•r^^^)'a$•r§ i5ic, 

b&ttftli&^S:^. *^Bj©W^J©#^f»^i: bT 
tt. ±t3©-fb^© l^lXii2^iJ^±^fflv^5c^:AST* 
30 15. 

[0020] *^Bg©w^j©®ffl^tt#{c^$n 

*-&{c(i, »ib<y:0. o i%ipc,i!(% (w/v) g 

ISM-rsci:*ST-§, ?S^bJ:ai:r5ffii^«^(c^b 
TlBfefe^O. lmlA>f,lmlM§I*tnK<t 

^©aftfSrlT-pCrt^oItlT-^Sv ^fe^W^J'Sir© • 

ga9T-^l55W^cfflv^5«-&t^i > ^^sso. 05 

40 % (w/v) SJSi:bTv ^^tclBfefetiO. 1 

x-zzmmteififims^o 

[0 0 2 1] *&W<D^%MIZ&^X, WS&^T-feS 
PG I h©#ffl^^«>fc>3, ^ffl^ »«(^ 

fifj^.^ mM&t\-p a x.&&m&£hxm%.£i%x^zm 
%ffl(Dmfr*%i&-?%z\tifiBjmx-&Zo ^<Dmtis " 

50 T, ^fb-<>+f;i/3-->A, ^b'OHf h-^A, 7x 



( 7 
11 

Wt>7U)vyx.-z>* >3|©in,b:;x*~ >#J, j&fejK N * 

>b— ;K L-*>h— JK Ai«M ^>h5r>&:£ 

t FDn;i/f ^ 10 

« i : mxm 
<S!i7j^j2> mibfm 

mm* 

[ o o 2 4 ] 2 : -?*z&%$hmim 

C3H/HenCrj^v>.x (SPF, B#^— • 30 

y^-«eS^tt4 2-4 3 BtSO §IAi, 8Mb (#J^ 
fc^tr) (Dtztb, mi BHCD^e^WSfTofe 0 Kifcgg 
$6mJ3B (4 7-4 8Btfe) fflV^^CWgp^^S^, 
7-?';*> (^-^>a^-;i/ • **;*>;i< ER554P-A) £<56ffl b 
T*iJ^bfc„ JitT^ y MSS^?* — A 

Wbfc*SS£|&V»fc 0 -©Bfc€;^£fTo;tjft2 4B$|g 

v^^©<$:a^fflij^b, &*K»iii©B«>&ft&^ 40 

«*£3ISiJbTv &P©ttfi#«{S*9-K:fcS«fc-5C8P 

#«-bfc. c©&, mi ^mmvtzm^mnzxm^i, 

fr&lg.®- (fls-&*l % 2, 5, #tf6) SVS^t©^© 
MIKfiS 1 B 1 @©fJ-&-t-M 7 B, 1 Efefe >) 1 HO. 
lml^^bfco 

[0025] &%&}m<Dm7Z&, mmffltfe& 1 3 b&k 



2000-239188 

12 

[0 0 2 2] 

l^mmi KIT, *»W**fli«lfcJ:t)*&K:R«:ll5C 
- tfct&u. ^figm, fb-£% 1 «±#S8¥6 - 8 7 8 1 

1 ^&monmm 2 ( S ) tzmm,<Dib&to •, <t&%o 2 a 

#HS¥ 6-2 5 0 7 4 -^^©HJfi^J 6 £f2Si©4bl!r 
f5 ; Yb^% 5 &&mW- 7- 1 4 5 0 5 7 4f&ff<Z)%Sfi0!| 

2 2 K§3H8©fb-&t!.; fb-&*l 6 tttt&gsp 6 - 5 6 7 4 4 
^&#©HSE0!|1 9{cfB«©<b^T-fe»), ^eti^n© 

[0 0 2 3] 



0 . 


0 5 


% 


(W/V) 


4 5. 


0 


% 




5 4. 


9 5 


% 




0. 


0 5 


% 


(W/V) 


3 0. 


0 


% 




5 0. 


0 


% 




1 9. 


9 5 


°/ 
SO 




0. 


0 5 


/o 


(W/V) 


5 0. 


0 


% 




2 . 


0 


% 




3 0. 


0 


% 




0. 


1 


% 




1 7 . 


8 5 


% 





2, 5, SV6ttffi*K:^S^iB«^ (Hi) 

ft* (0 2) *Bfe#l/TV^fc. 

[0 0 2 6] 

£i%.m®m&vw.%wm%)m*m\sX^2,o bipfe, s 
[0n©®*&iaiB] 

[0 1 ] #^HJ3©W%#J©#§^H**©efc#3»*£7f> 
bfeElT-fe-So 

[ei 2 ] *mmm%m<D&mmm.mm*7si bt 



( 8 ) 



&m 2000-239188 




(51)Int.CL' 

// A 6 1 K 7/06 



F I 

A 6 1 K 7/06 



r-w-K (#%) 



BEST AVAILABLE COPY 



